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UKMARKS 

• • CUUjus 27, 29-50 and 52 tuo pemling in the present applicalioiv Claims i-26, 28, and 51 

• bavc hc-cn cancclcj. Rcconsklcralion of ilie application is respectfully requested in view of the 
. followiim responsive remarks. For the Examiner's convenience and reference, Applicants' 

=niarks arc pnuscnlcd in the order in which the con^sponding issues wore raised in the OfTjco 

• Action. 

, . i. . In, the office action of March 14, 2008, the following actions wore taken: 

(1) Claims 27, 29, 3 1 -50, and 52 were rejected under 35 U.S.C. § 103(a) as being 

. . . . iinpaletilal^lc over Cscrhali and Hollo, //«//. J. Pharimceutics (1994) 08:69-75 (hereinafter 
. .:i;Cscrh.iir') in view of Linlcs and Uwis, Ont^s (1 999) 57(3):293-308 (hcrcinafler "Links") and 
: . •iuiHicr view of U.S. Patent No. 5,840,714 (hereinafter "Zmitck"); and 

(2) Claims 27 and 30 were rcjcclcd under 35 U.S.C. § 1 03(a) as being unpalentable over 
C^cihali in view of Links, Zniilek, and liaun^ann and Preiss, J. ChronuttograpJiy (2001 ) 764:173- 

• 1 92 (hcrtnnaftcr "IJ.'ttjniadn"). 

• • (I is rcspcciCully suhmiiied il»at the presently pending claims be examined and allowed. 

• . App1ic:u»ts snbtnil lliat cnch and every amendment herein, and throughout the prosecution of die 

■ present applieolion i.<i fully supported by the specification as oriBinally iilcd, and that no new 
inatlcr has been added. ■ 

Indepcndcnl claim 27 has been amended lo include the elemcnls of claims 33, 38, and 42, 
•which have bccii siibsuiuently canceled. Additionally, claims 34. 39, and 43 have been amended 
■ . to cortoct dependency is.suos iuising from the cancellation of claims 33, 38, and 42. As such, no 
, . ■ new nwKer has becji presented. 

• . ' : : , I hc Bxamincr has rejected clainw 27. 29-50, and 52 under 35 O.S.C. l03(o) as being 

■ . • '. impatcnlahle over several rofcixsnccs. 
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.] : The Applicant <locs not deem il neccssciry to recite the cirtirc case law standard required 
• : ir,' onier to establish a primi facie case of obviousness. However, the Applicant would like to 
^ ' brieny remincl IIk' Examiner of tUc required Ihicc criteria for ;x prima facie case of obviousness, 
; ' '^lank'ly 1) that tlie asscrlcU references as modified or con.bined must tcaeli or suggest each and 
cycy element of the claimed invention, 2) that the asscvled references as modified or combined 
must provide a .snmci<int likelihood orsucc(^sfnUy mitking the modification or combination, and 
• ,' . 3) (hut the l?,xaminor ntusl identify a reason for the modification or combination asserted. The 
„: "Twren't KSR Suprcriic Court case docs not chanycthis basic analysis. 
, ' , With the above background in mind. Applicants submit that Otc cilcil references do not 
fiiipptirt a prima facie case for obviousness , 

, • . • CscrhaU in vil'w ofUnks 
. ' I ' .. Claims 27, 29. 31-50, and 52 were rejected under 35 U.S.C. § 103 a.*! being unpatentable 

over C.scrhati in view of Links and Zmiick. 
• • The C".serbati, Links, and Zinitck references, when combined, do not tcjiclt or suggest all 

■ '■ of Ihe okmcnls of inclopcudcnl claim 27, Cserbali discusses the interactions of taxol and other 
; '. ■ anticancer drugs, including cyclopliospliamidc. with hydroxypropy^p-cyclodcxtrln (HPpCD) in 
■ ;,(ormin{; complexes. The disclosure fuUhcr reports that the csipacity of drugs to fomi inclusion 
. ■ . " complexes with llHRC'D diflets considerably accordhig to chemical structure. The findings of 
. ' ' : •T'scrhali include that "the soUihility of (axol ca,> be enhanced by llPpCD" as "the complex [is] 
; :niorchydropl.ilic than the uncomplcxcddrtig." Sec page 72 and Abstract, respectively. Cscrhati 

■ ••' rcporls'thal the inlensity of interaction is reported to increase with increasing hydrophobjcity of 
- : ■ ■ 'ihe dnig. Sec AlwtiTicJ. As such, one skilled in the art would conclude that HPpCD is more 

.•usefulinincreasinglhchydrophilicilyofbydrophobicdrugs. However. oxazaphosphorincs. in 
■ accordance with the p»icscnl invention, are hydrophiUc and oven hygroscopic. I'or example, 
i Ibsfamidc has a solubility in water of 1 00 mg/ml. As such, Ibc teachings of Cserhali can be said 
' V I'J teach awivy from Ihe present invention. 

\ As the Applicant has raised the issno of teaching away, tbc Applicant would like lo 

■ • , review the c.irrcnt ca.-^c law rcgafxiing teaching away for the Examiner's convenience. The Court 

^ of Appeals for tbcl-edcralCirci.il has clearly stated that "an applicant may rebut a prima facie 



PAGE 9/14 * RCVD AT 6/iei200S 6:41 :36 PM [Eastern Daylight Time] * 8VR:USPT0{FXRF4^^ 



JUN-16-08 HON 04:39 PM THORPE NORTH AND WESTERN FAX NO. 8015660750 P. 10/14 

ApplicaliouNo. 10/529,273 
DocUl No. 01470-24439.US 

• ■ rase ofobviousncss by sliowi.ig lhal the prior art teaches awuy ffom the claimed invention in any 

■ ••.ui.lomlrcspccC." ln,;cJLctcr^x^., 315 H.3d 1325. 1331 (Fed. Cir. 2003). The Courl to also 

• jiiicd ihat^'Mc hnvc noted clscvvl.fcrc. ajj a 'useful general rule; Ibiit references that teach away 

• •. .cmnoi serve to creiitc a prima (iicie ease ofobviousncss.'' (emphasis added) McQinlcyv. 

■ fe.nklin S^.s,rn_e,, 262 F.3d 1339. 1354 (I'cd. Cir. 2001). In identifying the appropriate 
' ; .standard for leaching away, the Court has further stated; 

- . "A reference n>ay he .said to tench away when a person of ordinary skill, upon 
rcadiniahc reference, would be discouraged from followiuK the path set out in the 
,-efercncc,orwouldbelcdinadireciiondivcrgchlfromlhepathtlmtwastakaiby 

• . :• ■ ' ihc applicant The degree of teachina away will of course depend on the particular 

■ : facts; in gcncal, a . efcrencc will teach away if it siiRgests that the Une of 
.. development llowing from the reference's disclosure is unlikely to be productive of 
: (heresullsonghlbyihcapplicunl."(cinphasisadde<l)InroGurley.27F.3d55l,553 

(I^ed. Cir. 1994). 

: In ilic present ease, a person of ordinary skill in tlie art would be discouraged froni using 
I ll>nci) to increase the hydrophi licity of the present oxa/.aphospborines since Ihcy arc already 
' liydrophilic. Additionally, a person of ordinary skill in the art would be discouraged from using 
. ••■ ■ m>\\cn to su.bilizc a hydrophilic oxaxaphosphorines since Cserhati leaches that hydrophobic 
.. ■'.forces are respon-sibleforcomplcx fon-nation. Sc_e Abstract. Therefore, complcxing these 
, , ■ ox./aphospHorhics wjih llPpCD would not be obvious to one skillcti in the art based on 

• CticrlVali. 

.' •' . . Addition^ ly, the method disclosed in Cserhati is quite different that tlac present claimed 

• inolhod. Specifically, Cscrh-'iti tcacUes that the Cyclophosphamide and IIPPCD comes in contact 
, . in aliueous mclhanol medium in preparint; a .^^olulion for loading and for development of 

• ch.^^>malogr:.nx. and on a TUC plate (i.e. in presence of active silica) impregnated in n-hcxane - 

. . paiitmn95:5 v/v. .^paQc 70, 1^' cel. "Bxpcrimcnlar- section. However, the presently claimed 
.; • . invenlion is a com|X)silion prepared for ii.lravenous use comprising aqueous solution of 
,oxa/.aphosphorine antincopJa-'it ie, IJ l>pCl), and mesna. 

• •: ' . Furthermore, wWle njosna is taught in l.inks as a chcinoproleetant, it is clear from this 

. . disclc^ure that mesna is administered sqwatoly IVom thc drugs even though such administration 
. ; :.; • : can he begin prior to or concurrcnl with the administration of cyclophosphamide. Sec page 304. 

• ■•■ " . : l** col.. 2"" Ti; 2"" col., % |>age 305, l"' col., l" %. To be clear. Links' discussion over pages 
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, • "^04 «n<l 305 describe scparalc .d.ninisirations of th. drug and nicsna. The Iwo drugs ore stored 

■ •" se,KmUdy oml ad.nlnislc. ed .separately, in accordance with the current state of the art. However. 

• ■ .norc importantly, Links «lso discloses that inosna must be administered hmoA 
= avlmini.slration oF i fosraniidc or cyclophosphamide. Sec page 304, 2"" col., 3'" 1- 

As such, the disclosnrc in I.inks not only Hdls to disclose the present compositions but 
' . .ottmlly teaches away from such compositions. Specifically. Links states (hat "it i. necessary to 
conlinno irealment with inesna beyond the completion of administration of ifosfamidc or 
c.vclophos,,hamide." See page 304. col., 3'^ % Additionally, Link explicitly states that the 
• Mflirc of rnesna is Ihonr, further teaehmg away (mm a single administr^^^^^ 
"iibsfamldc. Sec page 304,2-' col., "Adntinislration of Schedules." Such disclosure teaches 
' ■• : away tVom a comhincd ifosfamidc/mesna composition since Links requires conthming 
-:..dn,inislration of mcsna allcr eompletion of the ifosfainide administration. As previously 
. ' di «a,.scd. a reference lliat teaches aWay from the present invention cannot be nsed to esU^blish a 
.• : ;,.//;i«y;.cvc.cascorobviousncs.s. SpopiHcally. one ofordinary skill in the art would be 

: discotuugcd from comhlning ifosfamide whh mesna in a single composiuon since Links teaches 
' a continuing adn.inisir.Uion of mesna after completion of the i fosfamide administration. 

' The 1-xa.nincr has novv cited Zmitck as teaching the use of eomplexing drugs with p- 

• eyolmloxtnus to lower tosicity. S.^ OlTrce Action, pa^e 3. SpeeificaUy. the Examiner has stated 

■ that /rnliek tenches that p-cyelodextrins lowers the toxicity of "picoxicam. ibuproxam and 
. /.ibuprofcn." See However. 0 close inspection of Zmiiek reveals thai Zmitok actually teaches 

■ ihatin^lividual compo-sitionsniust bo tested in order to dclcnninc the effects of toxicity. 
' • Spcciilcnlly. 7.milek describes 'Vn inclu-sion complex of nicardipine or of its salt with p- 
' cyclodextrin" and conchules that ''no dilTercnce in toxicity between nicardipine hydrochloride 

: ; bound into a complex and free nicardipine hydrochloride can bo noticed." See col. 3. hues 1 3- 
; .' " 20. Ilierefore, at mo.st, /mitck can be said lo teach that compounds complcxed with p- 

• ■ ^. oyclmle-KtrinsiW lower toxicity. Additionally, as Zmitck is silent on the present 
• • o..a7.phosphorinc-coiilaininfi compositions. Zmitck docs not teach the element of IV 

V cyelodextrins complexcd to such compositions or that oxay.aphosphorine-containing 
: ; ■ ■ : : V . compositions have lower toxicity when complcxed to p-eyclodcxtrins. Additionally, the 

■ . . Apidicants submit that complex da.g formation depends on Uio method of preparation. See ag, 

9 
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•i , .'"jiffccf of Processing Variables on DisfsoliKioa and Solubilily ofPiroxicam: Hydroxypropyl- p- 
: ■ ; ' • Cyelode):lrin'lnelMsion Con^plcxc." Indion J. I'harni. Sci., 2007, 69:2. pa^es 323-326 by Doijad 
' ; • i i RC. Kanakul MM, Moiwi FV. As such, «hc Applicant submits that the present combinalion docs 
;; ■ ] not teach each and every clement of Ihc ponding claim sel. 

* ■ ;• . Ifurtl.cmioro, the Apptic.int submits that there is no suggestion in any oflhc references for 
■ " • ; combining mcsoa in a stable sotulioii wilh oxazaphosphorincs and IIPpciX The difHculties 
' . '•• involved in makinii a re:idy-to.adn»inister formulation containing cyclophosphamide or 

• • i ifosfmnidc along with mcsna arc known in ihc art and discussed in the Applicants' speeifieation. 
■ . ! i , Given (he relative doses ofmcsna and cyclophosphamide or ifosfamido required for efTicacy. the 
' , : : |onj>-folt need of such fonnulnlions are clear, particularly when continuous administraUon of 
I ' iicbplasUc drug is indicalc'd. 

.' ■ ' Additionally, the Applicant would like to address tholixamincr's optimization 

r , ■ ■ : : iiriuimenis. The Applicant submits Unit opiimizalion starts aflcr the "process thai works" is 

: ; known. The pvcsont process was not knqwn. nor could one of ordinary skill in Ihe art have been 
. • . . ..• ;• ,iblc lo pt^rform the present process bf^scd on the disclosures of the prior art. As such, the 
•• • J i AppHcanl sulm^its ihnt it is not possible lo optimi/,c the present process without first having the 

• •= . . '] process. The present h^vcnlion is allogcthcr a different process that that described in the art. as 
: . .; ■ previously discussed. As such, the Applicant submils that mere optimization of the art could not 

Icatl one skilled in the art lo arrive at the present invention. 
,] • TJie Applicant also wishes to note that the Examiner has not addressed the teaching away 
\: . arguments prescmed in Applicant's previous responses and provided herein. Tlie Applicant 

: '■ snhinils that the cited refprences actually teach away from the present invention; and therefore, 
' . any rcjcclionba.'ied upon such references is improper. IfthoExamincrdisagrees with Ihc 

•■ .Applicant's m-gume.U.s. including the leaching away arguments, or any case law cilal herein, Uic 
AppHcml respectfully requcsls that the Examiner provide a detailed explanation of his position 
• or rouiHer arguments such that the present issues are well defined for appeal. 
; ■ 'i ■ In view oflhc above, Applicants assert lhatthcciletl references do not support a/»nflK» 

• ,;. ; .; ; ,firac case for obviov(.sncss of claini 27 or any oftho claims depending from it, and respectfully 
. ..V. .. S . request that the Kxamincr withdi aw the rejection. 

■ .". •! . 10 
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■ ' . r • Cseiiian'in view oflJiik.s. Zrniick, aiul Baumaim 

! ■ • Chiints 27 :ind 30 wore 'Aho rcjcclcd under 35 U.S.C, § 103 as being unpatentable over 
rscrhJiH in view of IJnks, Zmitck. and Hai.mann. Baumann is cited as leaching ifosfamide and 

• '\ cyciophospbainidc as conunonly used oxazaphosiJhorincs in chemotherapy. However, Bamnann 
; (|„es nol rcnioily iho dcilcicncy of Cs^rhati, Links, and Zntitck to teach or suggest a stable, 

; ! pareiUcrally administvoblc forimdallon containing both cyclophosphamide or ifosfamide and 

• 1 mesna. . The Applicant rc.cws Ihc above arguments with rcspt-ct to the present combination. As 
■. I sti'clu the Applicant asserts that the oiled references do not support ^ prima facie case for 

.1 obviousness of pending claims 27 or 30. 

• The Applicanirei^pcctaillyassOrtslheExjutiiiierhasnotsalisfiedthorcquiremcnlfor 

i i establishing a case a\rnma facie obvioxisnt'ss in any of the above rejections. Therefore, 
, : I. ; Appiica.U rcspcctmily submits that the pending claims arc allowable, and urges the Examiner to 
■ withdraw the rcjiiotions. 
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. • ■ . Ux light of Ibii above. AppUcanl respectfully submiis lhal pending claims 27, 29-50 and 52 
• ; • • nic in condition for sUlowancc. T I.Oicforo. Applicant request that the present rejections be 
Willuhuwn. tmd (hot tlio cUums be allowed an.^ passed to issue. If any impediment to the 
; • allowance of these claims remains after entry of this Amendment, the Examiner is encouraged to 
cnll Gary P. Oakcson at (801 ) 5(;6-6633 so that such matters may be resolved as expeditiously as 
" , , possible. 

The Coninussioncr is hereby authori^-cd to charge any additional fee or to credit any 
crpuynicnt in coimcclion with this Amendment to Deposit Account No. 20-0100. 



over 



DATlil) this day of June, 2008. 



Ucsp9f ifully siibjtiitied, 






^. Obkcson 
^istralion No. 44266 

THORPB NORTH & WUSTERN, LLP 

Customer Mo. 20,551 

P.O. Box 1219 

Sawly, Uiali 8409M219 

Telephone: (801) 566-6633 
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